GAATTCCGGGTGGGTAGGTCGGGCAGGGTAGGACAGGCCTAAGAGAGAGGCCGGACAGACCTCC 
TTTGGAAGCAGCCACTTCTGGTCCCCATCCCTGGAGCGATCGAGCGCAGGATCTGCTGTCCCAT 
GGGACAGCAGATCTCTCTTCCCAGTGCACAGCTTCTCCTCTGCCTGTTTTCCCTGCTTCCAGTG 
CTCCAGGTGGCCCAACCAGGCCAGGCACCCCAGGACCAGCCCCTGTGGACACTTTTGGAGCAGT 
ACTGCCACAGGACCACAATTGGGAATTTTTCAGGTCCCTACACCTACTGCAACACGACCTTGGA 
CCAGATCGGGACCTGCTGGCCACAGAGCGCACCCGGAGCCCTAGTAGAGAGACCGTGCCCCGAG 
TACTTCAATGGCATCAAGTACAACACGACCCGGAATGCCTACAGAGAGTGCCTGGAGAACGGGA 
CCTGGGCCTCAAGGGTCAACTACTCACACTGCGAACCCATTTTGGATGACAAGCAGAGAAAGTA 
TGACCTGCATTACCGAATCGCCCTCATTGTCAACTACCTGGGTCACTGTGTTTCCGTGGTGGCC 
CTGGTGGCCGCTTTCCTGCTTTTCCTAGTGCTGCGGAGTATCCGCTGCCTGAGGAATGTGATCC 
ACTGGAACCTCATCACCACCTTCATTCTGAGAAACATCGCGTGGTTCCTGCTGCAACTCATCGA 
CCACGAAGTGCACGAGGGCAATGAGGTCTGGTGCCGCTGCATCACCACCATCTTCAACTATTTT 
GTGGTCACCAACTTCTTCTGGATGTTTGTGGAGGGCTGCTACCTGCACACGGCCATTGTCATGA 
CGTACTCCACAGAGCACCTGCGCAAGTGGCTTTTCCTCTTCATTGGATGGTGCATTCCCTGCCC 
TATCATCATCGCCTGGGCAGTTGGCAAACTCTACTATGAGAATGAGCAGTGCTGGTTTGGCAAG 
G AAGC TGGTG ATTTGGTGG ACT AC ATCT AC C AGGGC C C C GTC ATGC TTGTGC TGTTG ATC AATT 
TTGTATTTCTGTTTAACATCGTCAGGATCCTGATGACGAAGTTACGAGCATCCACCACGTCCGA 
GACAATCCAATACAGGAAGGCAGTGAAGGCCACGCTGGTCCTCCTCCCCCTGTTGGGCATCACC 
TACATGCTCTTCTTTGTCAATCCTGGCGAGGACGACCTGTCCCAGATTGTGTTCATCTACTTCA 
ACTCTTTCCTGCAGTCCTTCCAGGGTTTCTTTGTGTCCGTTTTCTACTGCTTCTTCAATGGAGA 
GGTGCGCGCGGCCCTGAGAAAGCGGTGGCACTCGGGGCAGGACCACCACGCCCTCCGGGTGCCT 
GTGCGCCGGGCCATGTCCATCCCTACGTCGCCCACCAGGATCAGCTTCCACAGCATCAAGCAGA 
CAGCTGCTGTGTGACCCTCTGTCACCGTCTGCCCGGCAGTCCACCACTGAGGCAGCTTCTCCAT 
CCTTTACAGCCTTCCCCTGGGTCCTCCTTGCTACCCTGACCCACAGGTACAAGGTACAGGAGAA 
GGGAGGAGAACGAACACTCCC (SEQ ID N0:1) 



FIGURE 1 



underlined = deleted in targeting construct 

[ I = sequence flanking Neo insert in targeting construct 



GAATTC CGGGTGGGTAGGTCGGGC AGGGTAGGAC AGGC C TAAGAGAGAGGC C GGAC AGAC 
CTCCTTTGGAAGCAGCCACTTCTGGTCCCCATCCCTGGAGCGATCGAGCGCAGGATCTGC 
TGTCCCATGGGACAGCAGATCTCTCTTCCCAGTGCACAGCTTCTCCTCTGCCTGTTTTCC 
CTGCTTCCAGTGCTCCAGGTGGCCCAACCAGGCCAGGCACCCCAGGACCAGCCCCTGTGG 
ACACTTTTGGAGCAGTACTGCCACAGGACCACAATTGGGAATTTTTCAGGTCCCTACACC 
TACTGCAACACGACCTTGGACCAGATCGGGACCTGCTGGCCACAGAGCGCACCCGGAGCC 
CTAGTAGAGAGACCGTGCCCCGAGTACTTCAATGGCATCAAGTACAACACGACCC [GGAA 
TGCCTACAGAGAGTGCCTGGA] GAAC GGGAC C TGGGC C TC AAGGGTC AACT AC TC AC AC T 
GC GAACCCATTTTGGATGAC AAGC AGAGAAAGT ATGAC C TGC ATTAC CGAATC GC CCTCA 
TTGTCAACTACCTGGGTCACTGTGTTTCCGTGGTGGCCCTGGTG [GCCGCTTTCCTGCTT 
TTCCTAGTGCTGCG] GAGTATCCGCTGCCTGAGGAATGTGATCCACTGGAACCTCATCAC 
CACCTTCATTCTGAGAAACATCGCGTGGTTCCTGCTGCAACTCATCGACCACGAAGTGCA 
CGAGGGCAATGAGGTCTGGTGCCGCTGCATCACCACCATCTTCAACTATTTTGTGGTCAC 
CAACTTCTTCTGGATGTTTGTGGAGGGCTGCTACCTGCACACGGCCATTGTCATGACGTA 
CTCCACAGAGCACCTGCGCAAGTGGCTTTTCCTCTTCATTGGATGGTGCATTCCCTGCCC 
TATC ATC ATC GC C TGGGC AGTTGGCAAAC TC T AC T ATG AGAATG AGC AGTGC TGGTTTGG 
CAAGGAAGCTGGTGATTTGGTGGACTACATCTACCAGGGCCCCGTCATGCTTGTGCTGTT 
GATCAATTTTGTATTTCTGTTTAACATCGTCAGGATCCTGATGACGAAGTTACGAGCATC 
CACCACGTCCGAGACAATCCAATACAGGAAGGCAGTGAAGGCCACGCTGGTCCTCCTCCC 
CCTGTTGGGCATCACCTACATGCTCTTCTTTGTCAATCCTGGCGAGGACGACCTGTCCCA 
GATTGTGTTCATCTACTTCAACTCTTTCCTGCAGTCCTTCCAGGGTTTCTTTGTGTCCGT 
TTTCTACTGCTTCTTCAATGGAGAGGTGCGCGCGGCCCTGAGAAAGCGGTGGCACTCGGG 
GCAGGACCACCACGCCCTCCGGGTGCCTGTGCGCCGGGCCATGTCCATCCCTACGTCGCC 
CACCAGGATCAGCTTCCACAGCATCAAGCAGACAGCTGCTGTGTGACCCTCTGTCACCGT 
CTGCCCGGCAGTCCACCACTGAGGCAGCTTCTCCATCCTTTACAGCCTTCCCCTGGGTCC 
TCCTTGC TACC C TGACCC AC AGGTAC AAGGTAC AGGAGAAGGGAGGAGAAC GAACAC TCC 
C 



FIGURE 2A 



Gene Sequence Structure 

* 



441 bp Sequence Deleted 582 bp 



Size of full-length 
cDNA: 1557 bp 




Targeting Vector* (genomic sequence) 
Construct Number: 3050 



Arm Length: 
§5 3.1 kb 

ft 2.5 kb 



LacZ-Neo 




M* Not drawn to scale 



5 * >AGCCCTATGTGTAATTTTCAT 
ATAAATGACTCATATTAGCTTTCA \ 
GATATGCATTGTGTTTTCAGGTCT i 
GGGAGAAC T AAGGAGTGTGGAC C T ' 
T ATC C TGC AGGT AC T AGGGAGC C A 
GGGAGGGCTTTTGAGGCGGGAGGG 
CGTCCTGACTCTCAGTGGTTGGCA 
TCTTCTCTAGGGAATGCCTACAGA 
GAGTGCCTGGAO' 
<SEQ ID NO: 2) 



5 1 >GCCGCTTTCCTGCTTTTCCTA 
GTGCTGCGGTGAGTCCACCTCCAC 
CC TGC TTC C TC C TTGTC TTTGC C T 
CTCCCAGACATTGTCTCTTCCATT 
CTGGGGCCCCGGGAACAGTAGCCA 
GAAGTGGGTTTAAGTCAGACCCCC 
AGGGCCATGACCACCAGCCTGCCT 
GAAGGGTAGAGAGCAAGCCCAGCT 
GGGACCACCAG<3 1 
{SEQ ID NO: 3) 
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